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Applicant's election without traverse of Group I, claims 1-21, 31-44, and 57-62, and the 
species of ion exchange chromatography in the paper filed 14 August 2006 is acknowledged. 
Claims 22-30 and 45-56 are withdrawn from further consideration pursuant to 37 CFR 1.142(b) 
as being drawn to a nonelected invention, there being no allowable generic or linking claim. 
Claims 57-62 are withdrawn from further consideration pursuant to 37 CFR 1.142(b) as being 
drawn to a nonelected species, there being no allowable generic or linking claim. 

The following is a quotation of the first paragraph of 35 U.S.C. § 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

The specification is objected to under 35 U.S.C. § 1 12, first paragraph, as failing to 
provide an adequate written description of the invention, and failing to adequately teach how to 
make and/or use the invention, i.e. failing to provide an enabling disclosure. 

Claims 1-21, 31-44, and 57-62 are rejected under 35 U.S.C. 1 12, first paragraph, as 
containing subject matter which was not described in the specification in such a way as to enable 
one skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and/or use the invention, particularly the invention commensurate in scope with these claims. 

Applicant teaches ion exchange columns for the separation of IgG4 half and whole 
antibodies after acidification in a glycine-HCl buffer. Applicant provides no guidance to 
samples containing any other mixtures of half and whole antibodies amenable to use in the 
instant method other than to those containing IgG4. Other immunoglobulin isotypes are not 
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known to predictably produce such mixtures (see e.g. Angal et al., Mol. Immunol. 30: 105, 
1993). Thus, one would not readily envision any other starting samples for use absent further 
guidance and unpredictable experimentation. Applicant also provides no guidance for the 
predictable separation of half and whole antibodies with other than samples containing IgG4 half 
and whole antibodies after acidification in a glycine-HCl buffer and ion exchange 
chromatography (see pages 23-24). In this regard citrate buffer is shown to aggregate (see Figs. 
2A-2C), rather than, as does glycine-HCl buffer (see Figs. 3 A-3D), to dissociate, IgG4 half 
antibodies. The ability of hydrophobic interaction columns to capture and to selectively release 
half and whole antibodies is not in evidence and would seem unpredictable absent further 
unguided experimentation. Thus, one would have to experiment further with other buffers and 
separation means with no guidance or predictability of success to randomly determine other 
functional conditions for IgG4 half and whole antibody separation. Such unguided, random, 
unpredictable experimentation is undue. A patent is granted for a completed invention, not the 
general suggestion of an idea and how that idea might be developed into the claimed invention. 
In the decision of Genentech Inc. v. Novo Nordisk, 42 USPQ 2d 1001 (CAFC 1997), the court 
held that: "[pjatent protection is granted in return for an enabling disclosure of an invention, not 
for vague intimations of general ideas that may or may not be workable" and that "[t]ossing out 
the mere germ of an idea does not constitute enabling disclosure." The court further stated that: 
"when there is no disclosure of any specific starting material or of any of the conditions under 

* 

which a process is to be carried out, undue experimentation is required; there is a failure to meet 
the enablement requirements that cannot be rectified by asserting that all the disclosure related to 
the process is within the skill of the art", "[i]t is the specification, not the knowledge of one 
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skilled in the art, that must supply the novel aspects of an invention in order to constitute 
adequate enablement." 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 1-21, 31-44, and 57-62 are rejected under 35 U.S.C. § 1 12, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

In claim 1 and claims dependent thereupon, "the" pH or mobility lack antecedent basis. 

In claim 6 and claims dependent thereupon, "the" buffer lacks antecedent basis. 

In claim 9, "the" ionic strength lacks antecedent basis. 

In claim 3 1 and claims dependent thereupon, "the" pH or buffer or ionic strength lack 
antecedent basis. 

Claims 58 and 62 do not further limit the subject matter of the prior claim from which 
they depend because a HIC column does not further limit the prior claimed ion exchange 
column. 

4 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. § 102 that form 
the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless — 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or 
on sale in this country, more than one year prior to the date of application for patent in the United States. 
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Claims 1-4, 10, 12-15, 20, and 21 are rejected under 35 U.S.C. § 102(b) as being clearly 
anticipated by King et al. (Biochem. J. 281; 317, 1992). 

King et al. reduced the pH of mixtures containing IgG4 half (including preparations of 
Fab') and whole (including F(ab') 2 ) chimeric or myeloma antibodies and applied the mixtures to 
series of columns including ion exchange columns. The eluted material was further separated by 
sodium dodecyl sulfate polyacrylamide gel electrophoresis, including with a rod (i.e. columnar) 
gel. 

Claims 1, 2, 5, 8, 1 1, 12, 15, and 20 are rejected under 35 U.S.C. § 102(b) as being 
clearly anticipated by Paulus (US 5,292,668). 

Paulus lowered the pH of a mixture of Fab' monomers and F(ab')2 IgGl antibodies and 
separated the populations on a chromatography column (see e.g. cols. 8-9). 

The prior art made of record and not relied upon is considered pertinent to applicant's 
disclosure. 

Angal et al. (Mol. Immunol. 30: 105, 1993) teach the chimeric antibody of King et al. 
having a further mutation in the hinge region to a sequence similar to that found in IgGl and 
IgG2 which essentially abolishes the half IgG4 antibody molecules in the preparations. The 
reference suggests partial resolution of the half and whole antibodies by ion exchange 
chromatography, but does not provide details therefor (see page 105). 
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Schuurman et al. (Mol. Immunol. 38' 1> 2001) also provide IgG4 hinge mutants with 
reduced ability to form half antibody molecules. 

Kretzschmar et al. (J. Immunol. Meth. 195: 93, 1996) teach lowering pH of a mixture of 
monomer and dimer single-chain Fv antibody molecules and column chromatography to separate 
them. However, the dimers are not covalently bound monomers. 

Mezes et al. (US 6,329,507) teach lowering pH of a mixture of monomer and dimer 
single-chain Fv antibody molecules and column chromatography to separate them (see e.g. col. 
24). However, the dimers are not covalently bound monomers. 

Kutzko et al. (US 6,268,487) teach purification of proteins from milk, including 
antibodies made by transgenic animals. 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to James L. Grun, Ph.D., whose telephone number is (571) 272- 
0821. The examiner can normally be reached on weekdays from 9 a.m. to 5 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Long Le, SPE, can be contacted at (571) 272-0823. 

The phone number for official facsimile transmitted communications to TC 1600, Group 
1640, is (571) 273-8300. 

Any inquiry of a general nature or relating to the status of this application, or requests to 
supply missing elements from Office communications, should be directed to the Group 
receptionist whose telephone number is (571) 272-1600. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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